Gold salts in the form of thio complexes have been used successfully in the treatment of rheumatoid arthritis for more than 50 years. Important aspects of their pharmacokinetics and mode of action, however, are still unknown. Several reports indicate a lack of correlation between the total concentration of gold in plasma and therapeutic and toxic effects. '-8 Reliable association constants are of clinical importance as gold compounds on empirical base are administered in equivalent doses with respect to gold content. In the study presented here the binding of sodium aurothiomalate to human serum albumin was investigated in vitro at physiological conditions with respect to albumin concentration, pH, temperature, and ionic strength. As it was found that aurothiomalate was strongly bound to the dialysis membrane an equilibrium dialysis system was used, with the great advantage that partial adsorption to the membrane does not influence the results. 13 The experimental conditions and the analysis of the binding data are identical to those previously described for the binding of aurothiosulphate to human albumin. 12 It is, therefore, possible to compare the results obtained for the two gold compounds. 712 
Materials and methods

MATERIALS
The albumin preparation used was purified, lyophilised human albumin (Behringwerke AG, Marburg, West Germany). The albumin preparation fulfilled the criteria for purity specified by Hobbs et al. 4 Polyacrylamide gradient gel (PAA 4/30, Pharmacia, Uppsala, Sweden) electrophoresis of a 0-5% albumin solution showed only one During dialysis a decrease in pH in all the solutions was observed ( Table 1 ). The pH changes in the albumin containing solution, ApH, and in the solution free of macro-ions, ApH', might give some valuable information of the aurothiomalate-albumin interaction. From Table 1 it is seen that ApH decreases from -0-28 to -0-16 with increasing v, whereas ApH' -0-20 is independent of v. The observed change in pH in the albumin containing solution might be due to the binding of gold or gold complex to the albumin molecule changing its attraction to hydrogen ions. For v <1 the observed decrease of pH might be explained by assuming that the gold complex binds to albumin as Au' by exchanging a H+ and releasing its free thiomalate. For v B1 the change in pH might be explained by assuming that a negatively charged gold complex binds to albumin. The change of charge of the albumin molecule due to combination with anions increases its attraction to hydrogen ions, thus increasing the pH in the albumin containing solutions. The binding mechanism suggested in the present study agrees with that suggested for the binding of aurothiosulphate to human albumin. '9 20 Although aurothiomalate and aurothiosulphate are respectively organic and inorganic compounds, the similar values for the association contants of the two compounds also support the hypothesis that the same binding mechanism applies. Assuming n=4 identical values of K, are obtained, suggesting that it is the sulphydryl group (SH) of Cys (34) 
